Rec' 



g Tp: HI # ff Jt 

JAPAN PATENT OFFICE 



10/530 753 

j*CT/JP03/12980 

dKT/m 08 APR 2005 




This is to certify that the annexed is a true copy of the following application as filed 
with this Office. 



m m ^ n b 

Date of Application: 

miff 

Application Number: 
[ST. 10/C] : 



2 0 0 2^10M0H 



2002-297900 
[JP2002-297900] 




m m a 

Applicant(s): 



RULE 17.1(a) OR0>) 



o 
o 

LU 



CO 



Commissioner, 
Japan Patent Office 



2003^10^ 90 





t±iSE#-^ ffiIE# 2003-3083341 



2002-297900 ^ 



: i/E 



AEJP-62 

\$>x%\ mm*& jr 

[SlgtfffftM] A61K 

[^fx»±s»f] MfP^MiPTU^mEst-msBBBr 62-12 

[WW*^] 000185983 

mmxitmm] -k®tm±®m**k&i&mm 2 t s 1 # 5 



MfeBUSMN 302028373 

[ftjOJ±^] Mfi5ltM^rlT^^ES*mSHmr6 2-12 

[^£iift#-t] 029595 
[«fi##^l 21. 000R 

wfflw 1 
\m&%\ mm 1 

mmm 1 



ttliE# 2003-3083341 



2002-297900 



1/ 



[m 2] e p 3 ^mm-n-r^r h ^ ( i ) 
mi) 




COOH 



(I) 



OR 



OR 2 



R 1 ^3 itfR 2 ti, -ett-PtL^tttT, Cl-4 7Wi^t)U 
R3ii, C2-107^^1/>1, C2~107^ 

7x-)K v^y^v, C3-7y^n7;^;^f;liC3~7y^ 
nrJ^^t^ytffll^TV^ C 1 ~ 1 0 T)V*)V^ C 2 ~~ 1 0 T^t" — 



[»*^3] EP 3^#T=T-X Misoprostol ttzit 

S u 1 p r o s t o nef^, ffi^S 1 mmor i^v^-^motfre§e#j£ «t ^ 



ttlSE# 2003-3083341 



12 002-297900 ^ 2/ 



$k.mU tfcn U >il> hn>^*Hf ^Jgft^k n-^n M;^^^, LTD 4 

mRv^r^^-^-mmmmu ummt^mMmmn, dscg (^n^ 

V^m^hV^A) % ^rfuyj V&tiL£.M, ^feWUM, #I6<)7V;^>^ 
[0 0 0 1] 

[0 0 0 2] 

ate. tt&m, j^jt^o±^lEHt?*^TV;v^-R^oM#(i, An 
(02 0%J^±^LTV^i:v^tL, 1±£c_tOPn1«£&oT^& (Lancet 351, 1 
225(1998), Science, 296, 490(2002), Nature 402, B2 (1999) ) 0 ZHb<DT 

mm±<D i g E^mm^m-r % - £ n a 9 jEPM^tsi^i-a t 

. ynx^^7>f^ >(^TPGi:B&f2i-^o )^n/f 3 h 'jx>(|^LT)tv^ 
o£MJC^7*^-*-&#-*KM£$*L;z>(Clin Allergy Immunol, 16,223(200 
2)) 0 Ztlt>mK*T4 3~-?-<7)*)%, PGD2, LTB 4, LTC4, LT 



{±JSE# 2003-3083341 



2002-297900 ^ ^- v I 3/ 

[0 0 0 3] 

— til. yn 7 ^ ^7 > y > E 2 (J£JL~F P G E 2 <hfflg-f21~& 

, ir-Bum^m, mim<Dmmmm%m^m, &m&m. %fmm> jfujE^Tf^ 

[0 0 0 4] 

P G E 2^#K{±^ft-r*Lf£#J<^£o£-9- 79 << "fif 

M&*K ZH^tlE P 1 , EP 2, E P 3 , EP 4 tBf-tftLrv^Q.B.C, 268 
,35, 26767- (1993), Mo 1. Pharmacol, 46, 213- (1994), B.B.R.C, 198, 99- (1994), J 
. B. C, 269, 11873- (1994) , J. Lipid Mediators Cell Signalling, 12,379-391(199 

5)) 0 pge 2 teztih&'mh^&'t&z. nzx t)m*%£.mftm*%m^-z> 

ft ^oO^o 

[0 0 0 5] 

EP3^fftli, ^#^1f^3t(Biochem. J. ,340, 365- (1999)), 
& It &%:&MlB<D®m (Nature 395, 281- (1998)). Ml*I-^-n >K|§3ILTfB 
'it<^^(J. Comp. Neurol., 421, 543- (2000)). jfllW^ff^(0^af| 117 (4), 2 
83- (2001)), Wmmm^mLWM<Dnm.mKi6neY Int Suppl,55,S183-(l996 
)K ^WMftm, ACTHI4, JM«i3l (Circulation 104, 1176-(2001)) 

KM^t-cv^^, t/z, jk^mm, 'tM^ffiimKitmmLx^z z tit 

%\btiX\,>2> 0 LfrLZtfb, TU)V^-<D5tmzttl>X!$mtJKm-5-LX^Z> 

£ t l*%\t> flX V>&^0 tZo 

[0 0 0 6] 



ffifEijf 2003-3083341 



12 0 0 2-2 9 7 9 0 0 ^- V I 4/ 



-C ic^ife t T v > JB (Sc ience, 287, 2013- (2000) ) £ ffl Tflfcft t 
ft;b*>, E P 3g^av^Xt;iQ7^y^ > (JilT^OVAtB&IB-r^o 

ftLmi^^^O»«L, in v i t r o Tifi]!^$lJ$fcL£l^#m£;l^ 
&fc***>\ LTfii, PGHl4it(y^nt^ry^t-b*)lf^^ 
^F^y>i:io TifjJD U EP3 T a*-* T#pfW 

fM«-7-)^^Iv^cHttti, EP3£^Xt|v*;M±»*feMfc:JtU T 
H^t?(± E P 3 £##fc*tt £ T rf- 7. He J; & E P 3 $^tWU»**i O 

v^Moiftjft(v>*>*9)*T^ey »»jg.)^oa*«±»i^$*L& too, 

m K $> Z> fflgi J: o T 3 I § c $ ti h & T v ;v ^ - -gim K*t "t & n * * -e^ 

[0 0 0 7] 
[0 0 0 8] 

mm * mm- z>tz*> <D^m 



RUM 2003-3083341 



■m 2002-297900 



5/ 



3-=-xY<D&-$fr\ r wu *?-m&fem \~^n-ehz> fr'gfrzmt t tz a ^<d^ 

[0 0 0 9] 

1 . EP3SW:^t^7^^ h £3r3b$;3-£ LT^rr&T 

2. EP 3^:##:^Mi-^T^ > =.^ htiK (I) 

[0 0 10] 

[ft 3] 

R 



[0 0 11] 

Rli3J;^R2{i, ^tL-T^M: LT, Cl~4 7WMi^U 
R3(i, Cl-107Wi, C2~107iVt-W>i, C2~107^ 
-l^Sk 7x-;K 7xM-a C3-7y^D7mi^liC3~7y^ 
nr^^^v-trS&^tLT^&c 1-10 T^;i^ C 2 ~ l o T)Vr- 
l^>il^liC2~l 0 7;^-l/>i^to yx^H'ilFy^nT;^ 
1 ~31S<9C 1 ~4 ta^/k Cl-4 7;^^y, ^ny>, m;/n 

[0 0 12] 




OR 2 



COOH 



(") 



mgE# 2003-3083341 



2002-297900 ^ 6/ 



Mb 4] 



[0 0 13] 

ttJMjr-frifcttrMtt^t^fci-o ) -c^sti&i 1, 1 5-0-v7;^^ 

3 . E P 3 ^g#T b ^ Mi soprosto 1 iitliS u 1 p r o s 

t o net?**, ±szimzifc<DTU)v*-mB.<Dtemmi$£v/ttzi*¥®m 

^mmt^mmmmu dscg (?u*rv*mi-yw 

a) , v^o^ K*tt£*k *«P«l*k #^7V;v^/*f)I^W l 

[0 0 14] 

^l&W Kfflv* h tiZ E P 3 ^ft<0 7^-XhtUli, E P 3 Sr^fcfc** L 

> ±E2^l3«OH»3Jt (I) fc-g-i*L*tt#«K fcitf. Misoprost 
o 1 (7^a#t^^US4301146-^l*fB^) , Sulprostone (Arch Gynecol 
, 228(1-4) :403(1979)) tf&ttiZo JilB 2 ^|B«0— «5ft (I) Tr^b£*L& 
ffr»te> SBS&ra^WO 9 8/3 4 9 1 6 -it-WMFfcfBfcS ttTV^^lc 

[0 0 15] 

^H^«b«> £*L*-Cfc, PGE2$t#OW^f/01^*aEP3 
atfc^^di^ * * <^^f I* iot, R ^ ^ ^ OWSagfe^ (J^T BALFfc B&IB 



UiiiE# 2003-3083341 



12002-297900 A ^-vl 7/ 



Sh^*^* in v i t r o -e*rLjIfljmL7t^^mffi$tt^^ ^ iifr* 7*4 
.x-^-jfc^ PGHMf(y^Dt^yyt- tf)IS«JT*&&-f > V* ? 
v y K<fco Tiffin U EP 3<§:mm~M-r2>T=r-x McioTjqi^J^tL^^i: 

[0 0 16] 

> l^lJU&£St#U -eom, 7 V;V^-KMIt^* B A L F fCO^t 

p 3 $:mm'tt-rz> z^-rz ztKx*). balf ^o^msmfc 

o 

[0 0 17] 

[jgji±<^JOTIiS14] 



tiifjBff 2003-3083341 



m 2002-297900 ^ 5> : 8/ 



*c«W&, /WB"»j§.> 7wv^-«i tm£-i»j&. r^evxs 

A, TVJ^-tt^tm 1Stt^l : ^> SltifiSSfc^ JEFm&telMiik «teH 
IftJI^I (COPD) , t;vn^f KJe, WIS, ##&14P*mMii£, 

«te7WV¥-te£Bljfc, tftTW^-, ifc^ffcfcMife. 

fcjgis j: &/ 1 tz l&=¥>® •? %> 2> o 
[0 0 18] 

WUMM (0flx.lt t*7^'jv, yn*fDHK ^hf7x>, r-fe'^^f- 
^^i:*) , tA^f n/f K (#0*U£, ^*n**V> % ~7)\s*f-1]W^ 7f*Vt 
-f K) ^ i&A/?2Mcll 7x/fn-;K •*:/**->K 7*^^ 

) , fcTVfr^-n ($I;i{f. ^bf-7x>, f^xt'^, T-*?"7*?->, 
A) ^fc'^if <btt* 0 ifz, Yv*tf*4)r>1&$ffl Wilt **f^WK -fe 

mm. ftwimt^Mimmftk dscg ^o^^'j^tf^^) , -^n 

#J (fflx-tf, y^nx^TA FK5 0 6) „ tt£fft&j£ (TU)VV>) mm 



mSE# 2003-3083341 



12 0 0 2 -2 9 7 9 0 0 M Z? \ 9/ 



[0 0 191 

JftA-A*fctK lHKoi, i o o o^ g<Dmmx\ 

iuimfrhm.®mn&-$-£ti2>i>\ ztzamA—Afrtz*), 101:01, i M 
gH3oo^ s <Dmmx\ 1 b 1 ®frb&®&&n&& (# t u < i±, ira 

[0020] 

o 

[0 0 2 1] 

[0022] 

[0 0 2 3] 

itztemzmi v>->-;v, ^vn-x, mi-t^n 



ffilE# 2003-3083341 



m 2002-297900 A : 10/ 



[0 0 2 4] 

n-y/#K -x.'; ^rv^J^^^-tfo - <D <£ 7 K£ (i, o t o £ 7t^;3:>e 
fih<Dumm ^mm, mm ztzi*%ftztiz> 0 zhK^^mmiz, mm%h & 
mim, %itn, mmm, mm, mmmm^^Lx^n, 

[0 0 2 5] 

2mn&5-<Dfztb<D&Mmt lxiz, mm, mmm, %mm&±xfmmmm~ 

ti&±<Dfe&wmzmmi<~mffi. mmz tzmutmtxm^hti&o ^j^lt 
^ m^mmmm^TK, ^sj&mtk, mam, ^nt>^'j3-)K ^-jxf 

[0 0 2 6] 

sc£^> t^tcj: i9^$tL^>^ffl^j, &mm, mmm, m.xm, 

[0 0 2 7] 

'J v^&&w*?^>M<v£7%mWi!\Z^Lx^xi> x-^-^jom 

m*«®#l*S2, 8 6 8,6 9 1 J: tf|W|fjl 3 , 0 9 5,3 5 5^- 



miE# 2003-3083341 




2002-297900 



^-v: 11/ 



[0 0 2 8] 
[0 0 2 9] 

[*«0] 

OVA*C2HI( Day0> D a y 1 2 )^Sf£L£^EM^ * (C 5 
7/BL 6)£ffiv\ 4 0 IH ( D a y 2 2, D a y 2 6> Day30) 

B A L F *^IttfflMofftl:o^Ttl)-^tTo tz 0 
[0 0 3 0] 

*<0ffcfc> ^<7)Jgfi^$3F*W Day22 ~D a y 3 3h E P 3 gmm^tt 
y^-hMt^ (II) (B^I3#^W0 9 8/34916 -if-W 

[0 0 3 1] 
[ft 5] 

o 



[0 0 3 2] 

^10^g/kgtl B2@STSW«:i:t:J:^ BALF* 4>«fBfc&», 
l^±rF2^t) o — 2u EP 1, EP 2, EP3^iO f EP4tW#W 




COOH 



C5Me 



OMe 



tiJlE^ 2003-3083341 



12 0 0 2- 2 9 7 9 0 0 A ^ : 12 /E 



-S^MW^T^-^ h"e*^Clh^ibn-CV^ (Br. J. Pharmacol., 122, 21 
7-U997), Mol. Pharmacol., 59, 1446-(2001)) 16, 16- v ^PGE2 (dm 

pge2) t*> i o^ g/k g(Di b 2m&T&^r~ami£%®)^mtbt>ti% 

#>o/c (HI is £.1/2 iZyrrt) 0 dmPGE2, &£Z>\ EPli:EP3 

$#>ft:T^— X h-Cab^) ^ ttfftUhfrX^h Sulprostone (Br.J.Pha 
rmacol., 122, 217-(1997)) 2 0 0 fx g/k g<7> 1 B 2 IUO&TS:#-C 

&mi£%$b%z*mtbtz (El 3 43 J: M 4 ^i") 0 -r&=b*>, «lif071/^¥ 

, ep3^##^51^14£^&7 3^xh;: > i^^^^0^^^F-t^> 

[0 0 3 3] 

[EI®<^#&I^] 

[mu o v Atsffc v 7. pss-^ f;vto balf* o$ T m^^ti^ £ 

i-o 

[El 2 ] O V AJgifpv ^PiJ^T*;ve<7) B A L F cp(?>£f $&&&gK t 
LtzEP 3 $#ftW^7 =f-X > "C^Mb-B^ (II) <&l*J§>i&Sfc3&**^ 
-To 

[EI 3 ] O V ASfT^ XPiJ^^VT'O B A L F *<7>$rm«:£3f ^ t 
L Jz E P 3 £ T X b comM^m^ & ^i"o 

[EI 4] O V Amft-? V * mM^T^X-(D B A L F ^<DWP^W.^U t 
LtzE P 3 & T rT- X h <7)PSl^^m * ^1% 



iiliiE#2 003-3083341 



2002-297900 ^ ^- v : 1/ 

[HI] 

5-1 




saline dmPGE2 ^b^fe(H) 



ffifiE#2 003-3083341 



2002-297900 ^ v I 2/ 

[02] 



0.3 -i 




saline dmPGE2 



mtE# 2003-3083341 




saline dmPGE2 sulprostone 



ffiSE#2 003-3083341 




saline dmPGE2 siHprastone 



miE#2 003-3083341 



M 2002-297900 ^ v I 1/E 



or^^Jfci^Vf fc*±^Kn«fcBB-r& 0 ^^Kfx-lf, SMEtWA, * 
te5&fci3V>t\ E P 3 #i:*ft^^ffl^tt^i^litat^ I) , EP3 



mil# 2003-3083341 



2 002-297900 



^-v: i/E 



#M 2002-297900 
50201531267 



^5EtB^±0 0 0 9 4 

15# IB 60 



[HUB] 

[«ai#*] 
mwibka] 



¥J&14£l0J!10B 

$fSA 

000185983 

*K^Etf **BflMW 2T§lf 5f 
302028373 

^fP^MtPfU&mESt-maBgKr 62-12 



mtE# 2003-3083341 



#® 2002-297900 

m m a a s it # 

[000185983] 
1. W.IS.^M B 1 9 9 0^ 9B 2H 



#M 2002-297900 



m m a m m m m 



»J#^ [302028373] 
1. ^H*M 0 2 0 0 2^ 90 

ft * am n 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 



Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

I 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

III REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



BEST AVAILABLE IMAGES 



